Nasal drug delivery: A direct approach to the cerebrospinal fluid? by Berg, Mascha van den
Stellingen
behorende bij het proefschrift
Nasal drug delivery: A direct approach to the cerebrospinal fluid?
1. The cisternal puncture method using a stereotaxic frame is a suitable method
for serial sampling of  cerebrospinal fluid from the cisterna magna in rats
over a time period of  2 – 4 hours.
Dit proefschrift
2. Following nasal delivery, estradiol and progesterone are rapidly absorbed
into the systemic circulation, from where probably the non-protein bound
hormones enter the cerebrospinal fluid.
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3. For nose-to-cerebrospinal f luid transport of  melatonin and
hydroxocobalamin rat experiments can be predictive for human studies.
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4. The relevance of  the published results on nose-brain/cerebrospinal fluid
drug transport is dependent on the method of  investigation.
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5. Tying off  the oesophagus of  a rat in nasal drug delivery studies hampers
the natural clearance of  the nasally administered formulation.
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6. For all lipophilic and hydrophilic compounds investigated in this thesis the
amount of  the drug that enters the cerebrospinal fluid is completely
dependent on the amount of  drug in the blood after nasal and intravenous
administration.
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7. The effect on cilliary movement of  most nasal drug formulations is due to
the preservatives and/or additives, and not to the drug itself.
Merkus, P., Romeijn, S.G., Verhoef, J.C., Merkus, F.W.H.M., Schouwenburg, P.F.
(2001) Laryngoscope 111 595-602.
8. Blood-borne macromolecules, including those of  the immune and
complement systems, have potential widespread, extracellular distribution
within the central nervous system and cerebrospinal fluid from sites deficient
in a blood-brain barrier (e.g . , subarachnoid space/pial surface,
circumventricular organs).
Broadwell, R.D., and Sofroniew, M.V. (1993) Experimental Neurology 120 245-
263.
9. The obstacles towards absorption of  drugs via the olfactory pathway and
distribution to the central brain may be too high to achieve a pharmacological
response.
Bagger, M.A. and Bechaard, E. (2004) European Journal of  Pharmaceutical Sciences
21 235-242.
10. It is probable that pentobarbital depressed mucociliary clearance in dogs
and resulted in prolongation of  the time available for nasal absorption, and
hence greater bioavailability.
Hussain, M.A., Aungst, B.J., Kapil, R., Mousa, S.H. (1997) Journal of
Pharmaceutical Sciences 86 1358-1360.
11. Als het gaat het om het presenteren van onderzoek kunnen veel
wetenschappers nog wat leren van het “Nijntje-concept” van Dick Bruna.
12. Veel wereldproblemen zullen verdwijnen als de mensheid zonder geld kan
leven.
13. Een gesprek is pas af, als alle partijen zich volledig hebben uitgesproken en
zijn aangehoord.
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